Since the discovery of Bence Jones proteins more than one century ago (Bence Jones 1847), Bence Jones proteins, namely monoclonal light chains, have usually been one of biomarkers for a malignant process, such as multiple myeloma and its related B cell malignancies (Hannam-Harris et al. 1980; Solomon 1981 Solomon , 1986 ). In general, Bence Jones proteinuria (BJP) with excretion of more than 1 mg/100 ml is of ominous significance (Hobbs 1967) . In contrast, it has been demonstrated that there is a variant form of monoclonal gammopathy that excrete more than 1 g of Bence Jones proteins in 24 hr but has a stable course without chemotherapy for at least 1 year. This variant form, termed as asymptomatic (Fujii and Kanoh 1975) or idiopathic BJP (Kyle and Greipp 1982) , is very rare (Waldenstrom 1984 ) but full of suggestions for a better understanding the clinicopathological significance of BJP. Our experience with long-term followup in two cases of idiopathic BJP is presented in this paper.
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REPORT OF Two CASES
The salient clinical data of the two cases are summarized in Table 1 . Case 1. In April 1980, a 50-year-old woman was admitted to the hospital complaining of general malaise for a few years ahead ; she was diagnosed as having nephrotic syndrome. At that time tests for Bence Jones proteins were not done. The patient was intermittently followed with a small dose of prednisolone. In April 1983, positive results for Bence Jones proteins were demonstrated for the first time. However, she had no lytic bone lesions, hypercalcemia, or other manifestations of multiple myeloma. Renal function was slightly impaired. Bone marrow aspirate contained 11% plasma cells, some of which had large nucleoli but no other atypism. No monoclonal intact immunoglobulin in the serum was detected by using monospecific anti-heavy and-light chains. In April 1984, no clinicopathological features of amyloidosis and other lymphoid tumors were demonstrated by the physical and laboratory examinations including histological studies of biopsy specimens from the rectal mucosa. No progressive change was found in renal function tests. The percentage of plasma cells taking up tritiated thymidine (labelling index) was determined as described elsewhere (Kanoh et al. 1987) . The patient had a labelling index of 0% which is compatible with a diagnosis of idiopathic BJP rather than that of multiple myeloma (Kyle and Greipp 1982; Greipp and Kyle 1983; Kanoh et al. 1987) . A diagnosis of idiopathic BJP was made. Thereafter, we followed the patient with periodic routine examinations at intervals of 2 or 3 months without any specific therapy. In July 1986, the following findings suggesting multiple myeloma first appeared : Micronodular proliferations of plasma cells in the bone marrow ( Fig. l) and a labelling index of 0.6%. The patient has had asymptomatic, evolving multiple myeloma 3 years after the first recognition of Bence Jones proteinuria or 6 years after that or proteinuria. Now, the patient is regularly followed without chemotherapy.
Case 2. This case was reported previously as the first case of asymptomatic BJP elsewhere (Osserman and Kohn 1974; Fujii and Kanoh 1975) . In January 1964, a 56-yearold man was admitted to the hospital in order to evaluate proteinuria which was detected by chance at a yearly examination for the health care. Almost all of urinary proteins were composed of Bence Jones proteins on urine electrophoresis. There was no monoclonal intact immunoglobulin in the serum. Physical and laboratory examinations did not reveal Solomon 1981 Solomon , 1986 ). In addition, BJP is found in association with primary systemic amyloidosis (Glenner 1982; Solomon 1986 ) and light chain nephropathy (Verroust et al. 1982 ; Solomon 1986 ). Small amounts of Bence Jones proteins have also been recognized in the urine specimens of patients with benign monoclonal gammopathy (Kyle 1978) . In 1974, we were the first to claim the existence of patients excreting large amounts of Bence Jones proteins and showing a stable course of long period, who do not have the above-mentioned conditions associated with BJP or a monoclonal intact immunoglobulin in the serum (Osserman and Kohn 1974) . Kyle and Greipp (1982) studied such seven patients with idiopathic BJP as ours. They identified the following criteria for a diagnosis of idiopathic BJP : (1) BJP with excretion of more than 1 g of Bence Jones proteins in 24 hr, (2) no monoclonal intact immunoglobulin in the serum, (3) the absence of anemia, lytic bone lesions, hypercalcemia, renal insufficiency, and excessive plasmacytosis, or other manifestations of multiple myeloma, (4) no clinical features of amyloidosis, lymphoid tumors, or light chain nephropathy, and (5) a stable course of more than 1 year. They found only seven patients among 176 with BJP alone. Five of the seven patients initially discovered to have idiopathic BJP eventually developed symptomatic multiple myeloma (3 cases), one of which was accompanied with systemic amyloidosis, asymptomatic myeloma (1 case) and evolving myeloma (1 case) 8 to 21 years later. The remaining two fulfilled the criteria for idiopathic BJP after a follow-up period of 7.7 to 12 years. In their series, all of the three patients with lambda type BJP had multiple myeloma, whereas the four with kappa type BJP had benign BJP (2 cases), evolving myeloma (1 case), or multiple myeloma with amyloidosis (1 case). Although these patients continued to excrete a large amount of Bence Jones proteins for a long period, only one had amyloidosis. When myeloma developed, two patients showed an increase in a labelling index from 0% to 0.2%. In the present study, Case 2 with lambda type BJP had benign BJP for 14 years and died of unrelated cause, whereas Case 1 with kappa type BJP had evolving myeloma 2 years later with an elevation of a labelling index. An elevation of a labelling index in the course of illness is expected to be a premonitory sign for malignant transformation.
There is an additional case of benign BJP which was followed for 3.5 years (Paladini et al. 1980 ). The amount of Bence Jones proteins excreted in the urine is dependent upon synthetic and catabolic factors, which are related primarily to tumor cell mass and renal function, respectively (Solomon 1976) . Unexpectedly, some patients with idiopatic BJP, such as Case 2, continued to excrete Bence Jones proteins in large amount along with a stable course over a long period (Fujii and Kanoh 1975; Kyle and Greipp 1982) . On the other hand, multiple myeloma which produces Bence Jones protein is not necessarily more malignant than multiple myeloma which produces a whole immunoglobulin molecule alone. The specific chemical properties which determine nephrotoxicity or amyloidogenicity of Bence Jones proteins seem to be more important for the development of Bence Jones proteinrelated complications than the amount of Bence Jones proteins excreted (Solomon 1982) . Thus, idiopathic BJP may be characterized by less nephrotoxicity or amyloidogenicity of Bence Jones proteins and a slow growth rate of tumor cells. It is believed that patients with idiopathic BJP should be followed without chemotherapy until symptomatic myeloma develops because asymptomatic period is usually long (Kyle and Greipp 1982) .
